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APPENDIX 3A

Fischer 344 Rat Carcinogenicity Study
Histopathology - Tumor Data.
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220/94 Rat, Carcinogenicity study p.o.

Project Summary Table
SUMMARY: Incidence of NEOPLASTIC Micrescepic Findings

PROJECT ID. NO: KRO14S FATES: ALL FAGE 21
DAYS ; ALL SEX: MALE
GROUP : -~ mg/kg 0 ng/kg 5 mg/ky 15 my/kg 50 mg/kg
NUMBER OF ANIMALS: 50 50 S0 50 50 -
¥ x & #
abdominal cavity #Ex 3 a 2 0 0
* mesothelioma 1 [+] 0 0 0
carcinoma, not other specified 0 0 1 0 (1]
adipose tissue ¥EX 9 0 0 3 1 et
- e e
ki
sdrenal 1 ¥ Ex 48 50 49 S0 50 - .4
cortical cell sdenoma (1] 1 2 2 0 #
negullary tumor, mixed type 0 0 0 0 1
medul lary tumar 8 5 9 7 3
adrenal 2 # Ex 4% 49 48 50 50
cortical cell adenoma 0 0 3} 2 0
medul lary tumor 15 2 5 2 5
all organs #Ex 8 13 17 % 16
aorta £ Ex 50 S0 49 50 50
body openings #Ex 0 0 0 /] 0
oone #Ex O 1 0 4] 1
brain . # Ex S0 (1] .50 50 47
mening i oma [*] 0 0 0 1
cecum # Ex 49 4 T 50 &7
colon £ Ex 49 49 4B S0 48
AR OCEIE T nerna ’ Q - ] 1 0 0
—— i

(Repart Continued) - = -
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Project Summary Table
SROURY:  Incidence of NEOPLASTIC Microscopic Findings e
PROJECT TD. NO: KRO1LS FATES: ALL PAGE 22
DAYS : ALL SEX: MALE
GROUP: -« m/kg 0 mg/kg 5 mg/kg 15 o9/kg 50 mq/kg
NUMBER OF ANIMALS: 50 S0 50 50_ 50
# 8 2 4 ]
disphragma #Ex 0 0 0 0 0
duodenun £ Ex 49 49 48 50 43 -
-
ear/auditory duct #£Ex O [4] (4] Q ] ;
z
enidigdymis 1 # Ex 48 - 4B 49 (34 48
epididymis 2 # Ex 46 48 49 : =0 46
esophagus f Ex 50 49 50 S0 49
extremities 2Ex 0 0 0 0
eye 1 # Ex S0 48 49 49 48
eye 2 ¥ Ex 50 &8 &9 4% &8
forestamach £ Ex 50 50 50 50 50
general used prefered terms # Ex O 0 0 1 0
glandular stomach (Grimelius) # Ex 39 k¥4 312 34 30
glandutar stomach (antrum)  # Ex 49 49 50 50 50
glandular stomach (fundus) ® Ex 50 &9 50 50 e 50 -
reurcendocrine tumer 0 0 0 & 7

(Report Contirnued)
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220/94 Rat, Carcinogenicity study p.o.
Project Summary Table
SUMUARY:  Incidence of NEOPLASTIC Wicroscopic Findings
PROJECT ID. NO: KRO143 FATES: ALL PAGE 2%
DAYS : ALL SEX: MALE
GROUP: = my/kg 0 wa/kyg 5 mg/kg 15 mg/kg 50 mg/kg -—
NUMBER OF ANIMALS: S0 S0 50 .50 1]
# * . | ] )

haematopoetic system # Ex 27 16 21 20 27

leukenia, gramnulocytic . 0 0 0 1 2

Arcoma, histlocytic 1 0 0 1] 0

LGL leukemia 19 13 16 7 13 -

Lymphoma/ {eukemia, unclassif, 7 3 5 12 [ -

= -

harderian gld. 1 ®Ex 49 50 50 50 & E

- 2
harderian gid, 2 ¥ Ex 50 50 50 50 49 -
heart # Ex 50 50 50 - 50 50

endocard. proliferative lesion 0 0 1 0 0
ileum ' #Ex 49 49 T 50 a7
ischiadic nerve ¥ Ex SO 50 " 48 50 48
jejurum # Ex 49 49 48 50 <8

Leiomyoma 0 1] 1 Q [+]
joints #Ex O 0 0 0 0
kidney 1 ® Ex 50 50 50 50 50.
kidrey 2 ¥ Ex S50 so 50 59 [1-]
liver £ Ex 50 T g0 50 50 50

hepatocellular adencma s 4 1 ] &

hepatocsllular carcinoma 0 1 0 0 ]

(Report Contirwed)
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220/94 Rat, Carcinogenicity study p.o.

Project Summary Table
SUMMARY:  Incidence of NEGPLASTIC Microscoplc Findings

PROJECT ID. MO: XRO143 FATES: ALL PAGE 24
DAYS : ALL SEX: MALE
GROUP: - mg/kg 0 m/ke 5 ma/kg 15 mg/kg 50 mg/ky
NUMBER OF ANIMALS: 50 : 50 50 50 50 -
& 8 [ ] [} ¥
lumb.epinal cord, bore m. £ Ex &7 46 48 50 50
{ung f#Ex 50 50 49 50 S0
bronch.-alv. adenoma 0 ] 0 1 1 —
-
-
- lung ass.lym.no. (non-protecol)¥ Ex 2§ 13 18 15 22 i
r
¥
lymph rode mesent. # Ex 48 48 Y 47 48
lymph mode submand., ¥ Ex 4% 49 1.9_ 50 &8
Llymph nodes (non-protocol) #Ex 5 7 7 0 2
wamnary gland # Ex &7 48 4% 48 49
liposarcoma, myxoid type 0 0 0 1 0
fibrous histiocytoma 0 0 1 0 1]
fibroms 0 0 0 0 2
fibroadenoms 1 1] 1 0 v}
nasal/paranasal cavities FEx 4 48 4 9 50 ) ) L
squamous cell papilloma 0 0 0 [+] 1
oral cavity (and teath) 2 Ex 50 S0 50 50 &9
squamous cell carcinoms 2 1 o 3 1
other tissues #Ex O 0 4] [+} 0
pancreas # Ex &8 48 49 48 8

islet cell sdenoma

-
-
-
-l

-

(Report Contirmused)
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220/94 Rat, Carcinogenicity study p.o.

Project S-umma.ry Table
SUMUARY:  Incidence of MEQPLASTIC Wicroscopic Findings

PROJECT ID. NO: ERO143 FATES: ALL PACE 25
DAYS : ALL SEX: MALE
GROUP: - mg/kg 0 wg/kg 5 mg/kg 15 mgrky 50 mg/kg -
NUMBER OF AMIMALS: 50 50 50 50 50
'3 [ H # ¢
parathyroid 1 g Ex 41 &0 k1) % 40
adencaa : 2 0 0 1 0
parathyroid 2 #Ex 34 35 32 28 38 bt
adenoma ¢ o 1 1 2 T o
B
r
: : H
penis ¥Ex O 1} 0 0 0 =
pituitary # Ex 46 43 [ 45 &by
pars distalis adenama 9 11 5 R 1 10
pars intermedia adenama o] o] 0 0
pars distalis adenocarcinoma 0 0 0 1 2
preputial gland ® Ex 1 1 [+ 2 1
adenama 0 1 0 [+] 1]
adenocarcinoma [+ 0 [+] ' 1 0
prostate # Ex 50 &9 45 &9 50
aderoma /] o (s} [} 1
rectun ¥ Ex 49 9 8 50 “ T -
.sal\'vary gld. paroc, ¥ Ex 48 &7 “ 50 48
salivary gld. submand, ¥ Ex 48 L9 S0 S0 49
seminal vesicle # Ex 50 - §0 45 49 50
sleletal mus:ile quadriceps # Ex 50 50 50 50 S0

(Report Continued)
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220/94 Rat, Carcinogenicity study p.o.

Project Summary Table
SUMMARY: Incidence of NEOPLASTIC Micrescopic Firdings

PROJECT ID. NO: KRD143 FATES: ALL

PAGE 26
DAYS ¢ ALL SEX: MALE
GROUP:. . -~ mg/kg 0 =y/kg 5 mg/kg 15 ma/kg 50 mg/kg -
NUMBER OF ANIMALS: 50 S0 50 1] 50

L3

»

"
k]
»

skin ¥ Ex &9

50 50 48 50
schwannama 2 0 o o o
basal cell carcinoma 0 0 [¢] 0 1 _—
squanous cell papilloma 1 0 1 0 0
fibrows histiocyroma 2 1 1 1 1 T
sebaceous adenocarcinoma 1 ¢} 0 0 Q
keratoacanthoma 0 2 1 1 0 . ;
squamous cell carcinama 1 1 0 1 0 £
fibroms 1 ] 0 0 0 -
Lipoma 0 0 o} 1 0 R
spleen # Ex 50 49 50 - sC 49
tail ¢Ex 0 [1} .0 1]
testis 1 #Ex 50 49 50 50 50
Leydig cell tumor . (%3 37 39 43 &b
adenccarcinoma, rete testis 0 0 [4} 0 1
testis 2 fEx 50 49 50 49 50
Leydig cell tumor 43 32 36 &b &3
thorac.spinal cord, bone m. # §x 49 so 49 50 50
thoracic cavity - #vEx 1 [+] 1 1 2
thymsus # Ex 4% Ll &b . 43 &0
thyroid 1 # Ex 48 48 48 (2] 45
follicle cell sdenoma- (4] 0 0 1 0
folliele zell carcinema 0 0 1 D G
c-cell tumor & 9 T 7 [

’
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Project Summary Table
SMNARY:  Incidence of NEOPLASTIC Microscopic Findings
PROJECT 1D. NO: KROT43 FATES: ALL ' ' PAGE 27
DAYS = ALL SEX: MALE
GROUP ; == my/kg 0 mg/ky 5 mg/kg 15 mg/kg S0 mg/kg
NUMBER OF ANIMALS: S0 S0 50 50 50 —
¥ # ] ¢ 3
thyroid 2 ¥ EX &5 &7 &7 &6 44
follicular cell adenana 1 0 0 0 0
C-cell tumor 3 3 2 7 3
tibia #Ex 49 n 50 50 50 -
= -
tongue ¥ Ex 4% S0 50 50 50 E
;
trachea # Ex 49 50 50 49 49 -
yrezer ¥Ex O 0 a - o 0
urinary bladder # Ex 50 50 47 50 49
papilloma, tramsitional cell 1 0 0 0 1

(Ernd of Report)
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Project Summary Table
SUMARY:  Incidence of KEQPLASTIC Micrescopic Findings

PROJECT ID. NO: KRO143 FATES: ALL PAGE 28
DAYS : ALL SEX: FEMALE
| GROUP: | - wg/ky  Owmg/ky 5 mg/kg 15 mg/ky SO xg/kg -
NUMBER OF ANIMALS: S0 50 50 . 50 50
[ [ # & #
abdominal cavity FEx 0 0 1] 2 1
edipase tissue #Ex 1 1 3 0 e
het
. T e
adrenal 1 B Ex 46 50 49 50 50 i
cortical cell adenoma 3 (] 0 0 1 r
mecullary tumor 1 1 1 1 1 E
adrenal 2 # Ex 446 S0 49 50 50
cortical cell adenoma . 4] 0 0 4]
cortical cell carcinoma 2 1 V] 0 0
medul lary tumor, mixed-type 1 0 0 0 0 )
medul lary tumor 0 1 0 0 1
all organs # Ex 14 25 10 3 28
aorta # Ex 50 S0 ‘ S0 50 49
-~
body openings #Ex 0O 0 0 0 1]
bone - WEx 0 1 0 0 (]
brain ¥ Ex 48 49 50 S0 50
cecum ¥ Ex 4B 49 . 50 50 50
clitoral gland f#EX 1 I | : 1 2 0
papilloma, squamous cell 0 0 1 1 1]
-aderocarcinama . 1 0 0 1 0
— ——

’ (Repart Continued)
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Project Summary Table
SUMMARY:  Incidence of NEQPLASTIC Wicroscapic Findings
PROJECT ID. NO: KR0143 FATES: ALL PAGE 29
DAYS 3 ALL SEX: FEMALE
GROUP ; -- m/kg 0 mg/kg 5 mg/ky 15 wa/kg 50 mg/kg
NUMBER OF ANIMALS: 50 50 50 50 50
4 . | J # ] ¥
colon # Ex 48 50 50 50 50
di aphragem Fex 0 o 0 0 0 —
T
duadenum # Ex 49 50 50 50 50 i '
T
é
. ear/wuditory duct *Ex O [+} 0 [1] 0 -
esophagus # Ex 50 50 50 50 49
extremities #Ex O 0 Q 0 0
eye 1 # Ex 45 &7 48 &7 &7
eye 2 ¥ Ex 45 47 49 &7 46
Leiamyoma 0 1 0 0 0
forestommch £ Ex &9 - 50 50 50 S0
general used prefered terms ZEx 0 0 1] 1] 0
glandular stomach (Grimelius) # Ex 35 . = 17 . 25 20
glanaular stomach (antrum) 2 Ex 49 50 L& 49 &7
glandular stomach (fundus) # Ex 49 50 50 50 50
neurcerdocrine tutor - 0 o & 12 7

. (Report Continued)
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Project Summary Table
SUMMARY: Incidence of NEOPLASTIC Microscopic Findings

PROJECT 1D. NO: KRO143 FATES: ALL

PAGE 30
DAYS & ALL ' SEX: FEMALE
GROUP: -~ ®/ks  Omarks  Swg/ks 1S mgsks 50 mg/kg
NUMBER OF ANIMALS: 50 50 50 50 50
] ] ] ¢ s

hasmatopoetic system #Ex 8 7 3 8 7

LGL (evkemia 7 3 2 S 1

lymphoma/leukemia, unclassif. 1 4 1 3 1

-
harderian gld. 1 # Ex 50 S0 50 50 50 .: -
;

harderian gtd. 2 ¥ Ex S0 S0 50 50 50 F4
heart ' © EEx 49 50 50 50 50 )
ileun # Ex 48 49 50 49 50
ischiadic nerve # Ex S0 50 4B 48 47
jejunum # Ex 4B S0 50 49 50
joints ¥Ex O 0 0 0 /3
kidney 1 CREx 47 50 @ 50 50 -
kidney 2 & Ex 47 S0 49 50 50
Liver ¥ Ex 50 50 50 50 50

hepatecellular adencms 3 1 ¢ 2 3

hepatocellular carecinoma 0 [ 0 1 0
lumb.spinal cord, bone m. ¥ Ex 48 49 48 48 48

(Repart Contirued)
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Project Summary Table
SUMMARY:  Incidence of KEQPLASTIC -Micrescopic Fimdings - i

PROJECT ID. NO: KRO143 FATES: ALL

PAGE 31
DAYS = ALL SEX: FEMALE
GROUP 2 -~ my/ky 0 wg/kg 5 mg/kg 15 mg/kg 50 ma/kg
NUMBER OF ANIMALS: 50 50 50 50 50
2 # B i s
Lung ®# Ex S0 50 S0 50 50
lung ass.lym.no.(non-protocol)# Ex 13 1" ] 18 19 -
T
lymph mode mesent. ) ¥ Ex 47 S0 48 49 50 B E
£
lymph node submand. # Ex 48 L& 48 &7 [7A
lymph nodes (nen-protocol) #Ex 2 2 1« 1 1
amary gland # Ex 50 &8 4é 49 47
adenors o 0 0 1 1
fibreadenama 1 1 1 1 0
adenocarcinama 2 0 0 0 0
"nasal/paranasal cavities ®Ex 45 49 1 45 49
oral cavity (and teeth) £ Ex 50 4B 48 (1) 49
squatous cell earcinoms 4 1 2 2 2 - - - -
Other tissues ®*Ex O Q 1] 0 [+]
ovaries ¥ Ex 47 50 50 50 50
pancreas ® Ex 47 48 50 49 &9
islet cell adenccarcinoma [ A ] 0 1 0
sarathyroid 1 ¥ Ex 43 LY 37 42 43
adentvs [} [} 0 L 1- —

»

(Report Contirued) - =
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SUMMARY: Incidence of MEOPLASTIC Microscopic Firdings
T © PROJECT ID. MO: KRO143 FATES: ALL PAGE 32
DAYS : ALL SEX: FEMALE
GROUP; -~ mg/ky 0 wa/ky 5 mg/kg 15 m5/kg S0 my/kg
NUMBER OF ANIMALS: 50 50 S0 50 50
| § . ]
parathyroid 2 ¥EXx I3 30 28 Fad 29
pituitary ¥ EX & 43 3 73 o
pars distalis adenoma 19 7 9 [ 1 o
pars distalis adenocarcinoma 1 0 0 1 1 i
-
- E e
rectum # Ex 48 50 50 50 50 3
r
¢
salivary gld. parot, # Ex 48 50 49 48 50
salivary gld. submard. # Ex 4B 50 50, - 50 L]
skeletal muscle quadriceps # Ex S0 50 50 S0 50
skin * Ex S50 50 48 [A:] 49
fibrous histiocytoma [+] 0 1 =} 0
hair follicle tumsr o [} 0 0 1
keratocacanthoma o} 0 [ 0 1
squanous cell carcinoma 0 -] 1 3 1
spleen ¥ Ex &% 50 50 50 50 A i _ e
tail ¥Ex O 0 0 0 0
thorac.spinal cord, bore . & Ex 4% 50 50 50 49
tharacic cavity £Ex O 0 4] 0 2
Thytus: ¥ Ex 45 &8 45 &Lé 49

(Report Contirued) -




